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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
-K^WS^^ -n 

. If NO period for reply is specified above, the maximum statutory ^^^^l^^Q^ ABANDONED (35 U.S.C. § 133) 
earned patent term adjustment See 37 CFR 1 704(b) 

Status 

1 )□ Responsive to communication(s) filed on 25 February 2003 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal I matters prosecutor , as to the merits ,s 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) H Claim(s) 1-38 is/are pending in the application. 

ithHravA/n from consideration. 
4a) Of the above ciaim(S) mi v< m i. to-tu o.m ^ ^ 



5) D Claim(s). 

6) Q Claim(s). 

7) D Claim(s) 

8) D Claim(s) 



is/are allowed, 
is/are rejected, 
is/are objected to. 

are subject to restriction and/or election requirement. 



Application Papers 

9)d The specification is objected to by the Examiner. 

10)Q The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )□ The proposed drawing correction filed on is: a)Q approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d)or (f). 

a)IZl All b)D Some*c)D None of: 

1 □ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 

3 5 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application), 
a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C §§ 120 and/or 121 
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Application Control Number: 09 819,249 
Art Unit: 1637 

DETAILED ACTION 
Election/Restrictions 

1 . Applicant's elecUon with traverse of Group 11 (claims 1-24 (in part) and 29-32) in Paper 
No. 1 1, filed on February 25, 2003 is acknowledged. 

Applicants argue that a search for Groups 1 and II would not impose a serious burden, 
and therefore, the Groups should be examined together. Applicants- argument has been 
considered, but is not persuasive, since Groups I and II are directed to distinct types of cancer, 
stomach and esophageal cancer, respectively. Each cancer involves a different search and 

i .1: rr,.-™* ^aHpc of nnpratinn (e.g.. 

consideration. Furthermore, eacn ol tnese meinour • •<» u.i.ww ~ r ~ 

assaying different types of individuals), different functions and effects (screening for stomach or 
esophageal cancer). Accordingly, the restriction requirement is made FINAL. 

Claims 1-24 (in part), 25-28 and 33-38 are withdrawn from consideration, as being drawn 
to a non-elected invention. 

Specification 

2. Claims 1 -24 are objected to because the claims are drawn to non-elected subject matter 
(e.g.. stomach cancer). Applicants should amend the claims to include only the elected subject 
matter (e.g.. methods of screening esophageal cancer). 

Information Disclosure Statement 

3. The information disclosure statements of Paper No. 5-8 and 1 2 comply with CFR 1 .97. 
1 .98, and M.P.H.P. 009. and has been considered. 
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Claim Rejections - 35 USC § I 12 

4. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

5. Claims 1-24 and 29-32 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly chum the subject matter which 
applicant regards as the invention. 

A) Claims 1-24 and 29-32 over "GCC" because it is not clear as to exactly what a "GCC" 

4 the specification discusses "GCC": 

As used herein, the term "GCC" is meant to refer to the cellular protein expressed 
by normal colorectal cells, as W ell as primary and metastasized colorectal, stomach and 
esophageal cancer cells. In normal individuals, GCC is found exclusively in cells of 
intestine, in particular in cells in the duodenum, small intestine (jejunum and ileum , 
the large intestine, colon (cecum, ascending colon, transverse colon, descending colon 
and sigmoid colon) and rectum. 

(Page 4. lines 24-29). 

Therefore. GCC is defined as "the cellular protein" expressed by both normal and 
cancerous colorectal cells, and "the cellular protein" expressed by stomach and esophageal 
cancer cells. Given this definition, it is not clear as to what "cellular protein" is to be expressed, 
and therefore, it is no, clear what constitutes or encompasses "GCC". Additionally, the 
specification discusses human GCC proton <pg. 5. In. 0-8). and also states, "primary and 
metastatic stomach and esophageal cancer cells express ST receptor, ,GCC.". Therefore, it is 
also not clear as to whether human GCC protein is to be encompassed by "GCC" or "S 1 
receptors" is to be encompassed by "G( ( . etc. 
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contemplated by the inventor of carrying out his invention. 

7. Claims 1-24 and 29-32 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written descript.on requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possesion of the 
claimed invention. This is a written description rejection. 

35 U.S.C.§ 1 12. requires, inter alia, that a patent specification contain a written 

, . J ^ tv.nl/inn nnrl nsinP it "'...in SUCh full 

description of the invention ana ine inaimci <mu — — e — - - 

clear and concise terms as to enable one skilled in the art. . . to make and use" the invention. 
While it is well settled that a patent application need not teach each possible embodiment of the 
claimed invention, it is manifestly true that written description cannot be settled by reliance on 
that which has not been achieved in the art. or that which is not disclosed in the specification. 
That is, a specification is not considered to satisfy the requirement for an adequate written 
description if it fails to disclose the specific starting materials or conditions for making the 
invention. (GenentccI, Inc. , Novo Nordisk, 108 F3d. 1361,42 USPQ2d 100. Fed. Cir. 1997), or 
evidence that the applicants at the time the application was filed, has possession of the claimed 
invention. 

Additionally. Vas-Cath Inc. v. Mahurkar. 19 USl'Q2d 1 1 1 1. makes clear that "applicant 
must convey with reasonable clarity to those skilled in the art that, as of the filing date sought, he 
or she was in possession of the invention. The invention is. for purposes of the written 

., ' n;r.v 111" 7 )" The specification does not 
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-clearly allow persons of ordinary skill in the art to recognize that [he or she] invented what is 
claimed (See Vas-Cath at page 1 1 16)." 

Applicant's attention is also drawn to the "Guidelines for Examination of Patent 
Applications Under the 35 U.S.C. 1 12, 1 st Paragraph. Written Description Requirement" 
(published in Federal Register/Vol. 66, No. 4/Friday, January 5, 2001/Notices; p. 1099-1 111). 

In the instant case, the claims are drawn to methods of screening an individual who is 
suspected of having primary and/or metastatic esophageal cancer comprising examining a 
sample of extraintestinal tissue and/or body fluids from an individual to determine whether GCC 

is being expressed by cells in said sample wneiein ca^.^.u,, — r 

of primary and/or metastatic esophageal cancer cells in said sample. 

On page 4. the specification discusses "GCC": 

As used herein, the term "GCC" is meant to refer to the cellular protein expressed 
by normal colorectal cells, as well as primary and metastasized colorectal, stomach and 
esophageal cancer cells. In normal individuals, GCC is found exclusively in cells of 
intestine in particular in cells in the duodenum, small intestine (jejunum and ileum , 
the large intestine, colon (cecum, ascending colon, transverse colon, descending colon 
and sigmoid colon) and rectum. 

(Page 4, lines 24-29). 

Therefore. -GCC" may encompass any "cellular protein" expressed by both normal and 
cancerous colorectal cells, and any "cellular protein" expressed by stomach and esophageal 
cancer cells. Given this description, the possible "cellular proteins" that could be reasonably 
interpreted by the recitation of "GCC" includes a large genus of possible proteins. Applicants 
have not described, contemplated, shown possession or any sufficient, relevant identifying 
charactcnst.es. or experimented with any of these possible "cellular proteins". Additionally, the 
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specification gives no structural information as to what constitutes ~GCC". Accordingly, there is 
not an adequate written description for the broadly claimed invention. 
8. Claims 1-24 and 29-32 are rejected under 35 U.S.C. 112, f.rst paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. 

Case law has established that "(t)o be enabling, the specification of a patent must teach 
those skilled in the art how to make and use the full scope of the claimed invention without 

... . j i cen IC/-.I T« l,< <-r> JZivhpv All F ?H 833. 839. 

'undue experimentation, in re iv^/nwur.iu uj,, i^.. - 
166 USPQ 18, 24 (CCPA 1970) it was determined that "(t)he scope of the claims must bear a 
reasonable correlation to the scope of enablement provided by the specification to persons of 
ordinary skill in the art". The amount of guidance needed to enable the invention is related to the 
amount of knowledge in the art as well as the predictability in the art. Furthermore, the court in 
Genetech Inc. v Novo Nordisk 42 USPQ2d 1001 held that "(I)t is the specification, not the 
knowledge of one skilled in the art that must supply the novel aspects of the invention in order to 
constitute adequate enablement". 

Also. MPEP 2164.01 states: 

-1-vcn though the statute does not use the term "undue experimentation.- it has been 
interpreted to require that the churned invention be enabled so that any person skilled in the art 
can make and use the invention without undue experimentation. In rc Wands. 858 F.2d at 737. 8 
ISPQZd at 1404 (f ed. dr. 1988)." 
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The Wands court outlined several factors to be considered in determining whether a 
disclosure would require undue experimentation: 

-They include (1 ) the quantity of experimentation necessary . (2) the amount of direction 
or guidance presented, (3) the presence or absence of working examples, (4) the nature of the 
invention, (5) the state of the prior art, (6) the relative skill of those in the art, (7) the 
predictability or unpredictability of the art. and (8 ) the breadth of the claims." Id. at 1404. 

In the instant case, the specification does not enable one of skill in the art to make 
and use the claimed invention for the following reasons: 
(1) The quantity of experimentation necessary 

In order to practice the invention, the practitioner must determine what cellular protein is 
expressed by normal colorectal cells, as well as, primary and metastasized colorectal, stomach 
and esophageal cancer cells (i.e., the skilled artisan must determine what proteins can be 
considered "GCC"). This process is not only difficult, but unpredictable, since the specification 
does not teach any structural or functional guidelines as to what cellular proteins are expressed 
by normal colorectal cells, as well as, primary and metastasized colorectal, stomach and 
esophageal cancer cells. In other words, since it is not clear as to what constitutes "GCC" the 
skilled artisan would not know how to carry out the claimed invention. 

Hven assuming the practitioner determines what cellular protein satisfies the 
specification's description of^CC" (see 112. P ! and 2" J paragraph rejections above for 
discussion of specifications definition of "C.CC"). he must then experiment to determine 
whether expression ofCi( V is correlated with esophageal cancer. This experiment, at least. 

. 1 : . ,:. ; i ,i : . I <l^.- m,1h i 1,, »1. oiov vk''l of having 
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esophageal cancer. Additionally, the skilled artisan will have to determine .fan increased or 
decreased expression is diagnostic for esophageal cancer. 

In essence, the experimentation that one skilled in the art would be required to perform is 
in fact the proposed novelty of the invention. "(I)t is the specification, not the knowledge of one 
skilled in the ait that must supply the novel aspects of the invention in order to constitute 
adequate enablement." (Gcnetech Inc. v Novo Nordisk 42 USPQ2d 1001). 

Therefore, the quantity of experimentation is not only difficult, but also unpredictable. 

(2) The amount of direction or guidance presented 

The specification provides guidance on geneiai uicuiuua u« n«.. ^ — , — - 

esophageal tumors (pgs. 12-32), but does not provide any guidance as to what is encompassed by 
"GCC", and therefore, the specification does not provide guidance on the claimed methods. 
(3 ) The presence or absence of working examples 

No working examples are present that show the correlation between "GCC" and 
esophageal cancer. The specification states only a conclusion, "in addition to normal colon cell, 
to primary and to metastasized colon, stomach and esophageal carcinoma cells also express 
GCC. Normal stomach and esophageal cells do not express GCC.*" (pg. 1 1 . lines 1 5-17) 

(4) The nature of the invention 

The invention is directed to methods of screening an individual who is suspected of 
having primary and or metastatic esophageal cancer comprising examining a sample ot 
extraintestinal tissue and or body fluids from an individual to determine whether GCC is being 
expressed by cells in said sample wherein expression of said GCC indicates a possibility of 
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primary and/or metastatic esophageal cancer cells in said sample. Thus, the nature of the 
invention pertains to genetic screening for detection diagnosis of disease. 

(5) The state of the prior art 

The prior art of Carrithers et al. (PNAS (1996) 93:14827-32, cited in the IDS) teaches 
that Guanylyl cyclase C is not expressed in normal esophagus tissue (pg. 14829, Fig. 1 ). 
lannettoni et al. (Ann Thorac Surg. (1996) 62:1460-6, cited in the IDS) and Wu et al. 
(Gastroenterology (1993) 105:837-844, cited in the IDS) teach that the expression of sucrase- 
isomaltase is diagnostic of esophageal cancer. 

(6) The relative skill of those in the art 

The level of skill in molecular biology is high, as one of ordinary skill in the art would 
have to experiment and determine what cellular protein is expressed by normal colorectal cells, 
as well as, primary and metastasized colorectal, stomach and esophageal cancer cells. Not only 
would this endeavor be time consuming, but also it would be very unpredictable, as there is no 
guidance from the specification as to what cellular proteins fit the definition of "GCC\ let alone 
be used to screen for the predisposition of esophageal cancer. 

(7) The predictability or unpredictability of the art 

The correlation between specific genes and the diagnosis for the predisposition to 
esophageal cancer b\ expression analysis of "G( '("' is very unpredictable as summarized above. 

(8) The breadth of the claims 

The invention is directed to methods of screening an individual who is suspected of 
having primary and or metastatic esophageal cancer comprising examining a sample of 
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protein is expressed by normal colorectal cells, as well as, primary and metastasized colorectal, 
stomach and esophageal cancer cells, is being expressed by cells in said sample wherein 
expression of said cellular proteins indicates a possibility of primary and/or metastatic 
esophageal cancer cells in said sample. 

Accordingly, in view of the unpredictability in the art and in view of the lack of specific 
disclosure in the specification, undue experimentation would be required to practice the 

invention as it is claimed. 

Applicants are reminded that the enablement requirement of 35 U.S.C. 1 12, first 
paragraph, is separate and distinct from the description requirement. Vas-Cath, Inc. v. Mahurkar, 
935 F.2d 1555, 1563, 19 USPQ2d 1111,1116-17 (Fed. Cir. 1991). 

Claim Rejections - 35 USC §102 

9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

10. Claims 1-6, 9-16, 19-24 and 29-32 are rejected under 35 U.S.C. 102(b) as being 
anticipated by lanncttoni ct al. (Ann Thorac Surg. (1996) 62:1460-6. cited in the IDS), or Wu ct 
al. (Gastroenterology (IWl K)5:S37-S44. cited in the IDS). 

Given the lack of description and clarity of the recitation of "CiCC" (see above 112 
rejections), the claims have been interpreted as encompassing using any expression that is 
diagnostic of esophageal cancer. 
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Iannettoni and Wu et al. both teach the expression of sucrase-isomaltase is diagnostic of 
esophageal cancer. For example, Iannettoni teaches the RNA isolation of tissue samples, RT- 
PCR followed by immunohistochemistry to determine expression in normal esophagus vs. 
expression in Barrett's esophagus and esophageal adenocarcinoma (see pages 837-840, for 
example). 

Claim Rejections - 35 VSC § 103 

1 1. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the tune the invention was made to a person 
having ordinary skill in the art to w hich said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

12. Claims 1-6, 9-16 and 19-24 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Carrithers et al. (PNAS (1996) 93:14827-32, cited in the IDS). 

The claims are drawn to screening an individual for the "possibility" or that an individual 
"may have" primary and/or metastatic esophageal cancer cells by determining whether "GCC" is 
expressed. 

Carrithers teaches that Guanylyl cyclase C ("GCC") is not expressed in normal 
esophagus tissue (pg. 14X29. Hg. 1 ). Because "GCC" is not expressed in normal esophagus 
tissue there is a "possibility" that an individual "may have" primary and or metastatic esophageal 
cancer cells. Carrithers does not teach using "GCC" expression in esophageal tissues as a 
diagnostic for esophageal cancer cells. 

1 ■ ■■■ ' ' ' ' i 1 1 ' ' li)' : 1 J v ' n ri K v in 1 1 s to OHO of 
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expression in normal esophageal tissue would elicit the "possibilit\ " that an individual who does 
express "GCC" "may have" primary and/or metastatic esophageal cancer cells, therefore, using 
"GCC" expression as a diagnostic for primary and/or metastatic esophageal cancer cells. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Alexander H. Spiegiei whose telephone number is (703) ^0v 
0806. The examiner can normally be reached on Monday through Friday, 7:00 AM to 3:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (703) 308-1 1 19. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 308-4242 and (703) 305- 
3014. Applicant is also invited to contact the TC 1600 Customer Service Hotline at (703) 308- 
0198. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 



Conclusion 



13. 



No claims are allowable. 
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Alexander H. Spiegler 
May 27, 2003 
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